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If required per local guidelines, male or female condom with or without spermicide OR cap, diaphragm 
or sponge with spermicide should be used in addition to one of the birth control methods listed above 
(excluding true abstinence).

Contraception recommendations related to use of concomitant therapies prescribed per standard of 
care should be based on the local label.

5.3 Prohibited Concomitant Medications and Therapy

Use of the following treatments is prohibited throughout the study:

1. Use of any biologic immunomodulation agent, including but not limited to anti-TNF 
(e.g., adalimumab, infliximab), anti-IL-1 (e.g., anakinra, canakinumab), anti-IL-12/23 
(e.g., ustekinumab), other anti-IL-23 (e.g., guselkumab), or anti-IL-17 (e.g., secukinumab) 
throughout the study.

2. Any other systemic therapy that can also be used to treat HS, including but not limited to 
apremilast, corticosteroids, methotrexate (MTX), cyclosporine, retinoids, acitretin/etretinate, 
hormonal therapy (except for contraception), zinc gluconate, intramuscular gamma-globulin, 
colchicine, metformin (except for continuous treatment of pre-existing diabetes), and fumaric 
acid esters throughout the study.

3. Injectable corticosteroids.  Exception:  Rescue treatment (intralesional triamcinolone acetonide 
injection) initiated after Week 16 assessment.  

4. Non-antibiotic topical therapies or changes in the concentration/frequency of such treatments 
that may be used to treat HS (e.g., zinc pyrithione, resorcinol, dapsone, and delgocitinib).  Other 
non-antibiotic topical treatments (e.g., corticosteroids, antifungals, etc.) are permitted, provided 
these are not being used in anatomic regions where HS lesions are located.

5. Deroofing or skin-tissue-saving excision with electrosurgical peeling (STEEP), laser therapy, 
intense pulse light, local/wide/radical excision, incision and/or draining of lesions is prohibited.  
Exception:  Rescue treatment (local incision/draining) performed after Week 16 assessment.

6. Any antibiotic therapy (topical and/or systemic) during study participation.  Systemic and/or 
topical antibiotic use is only allowed for the treatment of acute, non-HS related infections.

7. Use of any treatments for HS-related pain, other than ibuprofen or acetaminophen 
(paracetamol), including but not limited to antiepileptics (e.g., gabapentin), tricyclics (e.g., 
nortriptyline), or selective serotonin norepinephrine reuptake inhibitors (e.g., duloxetine, 
venlafaxine). Use of any opioid is prohibited, regardless of the indication.

8. Over-the-counter topical antiseptic washes, creams, ointments, gels, and liquids containing 
antibacterial agents to treat HS, other than those allowed as per concomitant therapy section.

9. Phototherapy treatment (ultraviolet B [UVB] or ultraviolet A [UVA] phototherapy, including 
psoralen and ultraviolet A [PUVA]), tanning booth, or extended sun exposure.

10. Receipt of any live vaccine expected during study participation, including at least 140 days 
(20 weeks or as guided by the local risankizumab label if approved, whichever is longer) after 
the last dose of study drug.
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11. Live attenuated vaccines are not permitted during study participation and including up to 
140 days (20 weeks or as guided by the local risankizumab label if approved, whichever is 
longer) after the last dose of study drug.  Examples of live attenuated vaccines include, but are 
not limited to, the following:

 Bacille Calmette-Guérin (BCG)

 Zoster vaccine live (Zostavax)

 Measles-mumps-rubella or measles mumps rubella varicella

 Monovalent live attenuated influenza A (intranasal)

 Oral polio vaccine

 Rotavirus

 Seasonal trivalent live attenuated influenza (intranasal)

 Smallpox

 Oral typhoid vaccine

 Varicella (chicken pox)

 Yellow fever

 Dengue (Dengvaxia®)

12. Treatment with any investigational drug.

13. Medicinal and recreational cannabis or cannabinoid use.

14. Traditional Chinese medicines.

5.4 Prior and Concomitant Therapy

Required Concomitant Medications/Therapies

Subjects are required to use a daily antiseptic wash on their HS lesions.  Allowable antiseptic washes are 
limited to one of the following:  chlorhexidine gluconate, benzoyl peroxide, benzalkonium chloride, 
benzethonium chloride, or dilute bleach in bath water.

Allowed Concomitant Medications/Therapies

Stable doses of other concomitant therapies for chronic conditions, for which neither the condition nor 
the treatment are judged to exclude the subject from participation, are permissible.  All concomitant 
medications should be carefully evaluated by the investigator.

Any medication or vaccine (including over-the-counter or prescription medicines, vitamins, and/or 
herbal supplements) that the subject has received from 4 weeks prior to screening or receives during 
the study must be recorded along with the reason for use; date(s) of administration, including start and 
end dates; and dosage information including dose, route, and frequency on the appropriate electronic 
case report form (eCRF).
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Any questions regarding concomitant or prior therapy should be raised to the AbbVie emergency 
contact. Information regarding potential drug interactions with risankizumab can be located in the 
risankizumab IB.

Subjects must be able to safely discontinue any prohibited medications as specified in the eligibility 
criteria; where not specified, discontinuation must occur 5 half-lives or 4 weeks, whichever is longer, 
prior to initial study drug administration.  Subjects must be consented for the study prior to 
discontinuing any prohibited medications for the purpose of meeting study eligibility.

The following categories of concomitant medications/therapies are allowed during the study:

 Antibiotics.  Concomitant use of oral antibiotics is only allowed for the treatment of acute non-
HS related infections.  Dosing and/or frequency need to be reported in the eCRF documentation; 
"as needed" (PRN) use is not permitted.  Use of topical or systemic antibiotics to treat HS or 
other chronic inflammatory disorders is prohibited.  Subjects who receive antibiotics for HS-
related infections will be considered treatment failures; however they will continue to receive 
the study treatment assigned at randomization.

 Over-the-counter shampoos and soaps containing antibacterial agents.

 Wound care.  Use of wound care dressings on HS wounds is allowed.  Recommended options 
include alginates, hydrocolloids, and hydrogels.

 Analgesic therapy.  If a subject experiences pain (HS- related or non-HS-related) after Baseline, 
they may initiate analgesic treatment.  For HS-related pain, analgesic therapy is limited to 
ibuprofen (as per local labeling, but not exceeding a dose of 800 mg orally every 6 hours and 
3.2 g orally every 24 hours) AND/OR acetaminophen (paracetamol) as per local labeling.  For 
non-HS-related pain, all other non-opioid analgesics are allowed at the recommended or 
prescribed dose.  Use of opioid analgesics for HS-related or non-HS related pain is prohibited in 
the context of this study.

Subjects will complete a daily diary of their HS-related analgesic use.  Subjects will be required 
to record their analgesic use daily through Week 16; after Week 16, subjects will fill out 
analgesic use information for 7 days leading up to the visit.  Any changes in dosing and/or 
frequency need to be reported in the daily diary; documentation of only PRN use is not 
permitted.  Dose adjustments of ibuprofen or acetaminophen for HS-related pain up to the 
maximum permitted dose and frequency per local label are allowed during the study.

Subjects who are on a documented stable dose and dosing regimen of non-opioid analgesic 
treatment for at least 14 days prior to the Baseline visit may not adjust their regimen at least 
until the Week 16 assessment.

Rescue Medications/Therapy

Rescue treatment is allowed to start only after the Week 16 assessments.  Rescue treatment is limited 
to an injection with intralesional triamcinolone acetonide suspension OR local incision and draining.

In the event that an acutely painful HS lesion that requires immediate intervention occurs after the 
Week 16 assessment, 2 protocol-allowed interventions per subject are permissible for the remainder of 
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the study.  An intervention can occur at a maximum on 2 different lesions at the same visit or on the 
same lesion at 2 different study visits.  The same lesion cannot be treated 2 times at the same visit.

All study visit evaluations have to occur before interventions are performed.  If incision and draining is 
performed, antiseptic creams/liquids are allowed to be administered on the specific lesions upon which 
an intervention had been performed for as many days as considered medically necessary by the 
investigator.

When counting the total lesions in each body region, the site will be required to count any lesion that 
undergoes an intervention as permanently present from the date of the intervention, regardless of the 
outcome of the intervention performed.

5.5 Withdrawal of Subjects and Discontinuation of Study

A subject may voluntarily withdraw or be withdrawn from the study drug and/or study at any time for 
reasons including, but not limited to, the following:

 Clinically significant abnormal laboratory result(s) or AE(s) that preclude continuation of the 
study medication, as determined by the Investigator and the TA MD (as applicable).

 The Investigator believes withdrawal from the study is in the best interest of the subject.

 The subject requests withdrawal from the study.

 Eligibility criteria violation(s) are noted after the subject started study drug, if continuation of 
the study drug would place the subject at risk as determined by the AbbVie TA MD, after 
consultation with the Investigator.

 Introduction of prohibited medications and continuation of the study drug would place the 
subject at risk as determined by the AbbVie TA MD.

 Subject develops active TB at any time during the study.

 Subject becomes pregnant while participating in the study.

 Subject is diagnosed with a malignancy.  Exception:  Localized NMSC or carcinoma in-situ of the 
cervix, where discontinuation is at the discretion of the Investigator.

 Subject is significantly noncompliant with study procedures, which would put the subject at risk 
for continued participation in the study.

 Subject requires > 2 protocol-allowed HS interventions.

 Post-Baseline occurrence of one or more of the following hepatic test abnormalities (confirmed 
on a second separate sample at least 48 hours apart):

 ALT or AST > 8 × ULN;

 ALT or AST > 5 × ULN for more than 2 weeks;

 ALT or AST > 3 × ULN and Total Bilirubin > 2 × ULN or international normalized ratio [INR] 
> 1.5;

 ALT or AST > 3 × ULN with the appearance of fatigue, nausea, vomiting, right upper quadrant 
pain or tenderness, fever, rash, and/or eosinophilia (> 5%).
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For subjects to be considered lost to follow-up, reasonable attempts must be made to obtain 
information on the subject's final status.  At a minimum, 2 telephone calls must be made and 1 certified 
letter must be sent and documented in the subject's source documentation.

AbbVie may terminate this study prematurely, either in its entirety or at any site.  The investigator may 
also stop the study at his/her site if he/she has safety concerns.  If AbbVie terminates the study for 
safety reasons, AbbVie will promptly notify the investigator.

COVID-19 Pandemic-Related Acceptable Protocol Modification

During the COVID 19 pandemic, it has been necessary to employ mitigation strategies to enable the 
investigator to ensure subject safety and continuity of care.  Acceptable mitigation strategies are 
identified and included in the Operations Manual in Appendix F.

The investigator should contact the sponsor medical contact before discontinuing a subject from the 
study for a reason other than "planned per protocol," to ensure all acceptable mitigation steps have 
been explored.

Refer to the Operations Manual in Appendix F for details on how to handle study activities/procedures.

Interruption/Discontinuation of Study Drug Due to COVID-19 Infection

For subjects with documented COVID-19, the timing of next administration of study drug or possibility of 
premature discontinuation from study drug should be discussed with the AbbVie Medical Contact.  
Follow subsequent protocol Section 5.6 for subjects who discontinued study drug.

5.6 Follow-Up for Subject Withdrawal from Study

To minimize missing data for efficacy and safety assessments, subjects who prematurely discontinue 
study drug treatment should continue to be followed for all regularly scheduled visits, unless subjects 
have decided to discontinue the study participation entirely (withdrawal of informed consent).  Subjects 
should be advised on the continued scientific importance of their data even if they discontinue 
treatment with study drug early.

If a subject prematurely discontinues study participation, the procedures outlined for the Premature 
Discontinuation visit should be completed as soon as possible, preferably within 2 weeks.  In addition, if 
subject is willing and has not withdrawn consent, a 20-week follow-up phone call after the last dose of 
study drug may be completed to ensure all treatment-emergent AEs/SAEs have been resolved.

In the event a subject withdraws consent from the clinical study, biomarker research will continue 
unless the subject explicitly requests analysis to be stopped.  When AbbVie is informed that samples are 
withdrawn from research, samples will not be analyzed, and the samples will be destroyed.  A subject 
may withdraw consent for optional biomarker research at any time and remain in the clinical study.  
Data generated from optional biomarker research, before subject withdrawal of consent, will remain 
part of the study results.
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5.8 Randomization/Drug Assignment

Each subject will be assigned a unique identification number by the IRT at the screening visit.  For 
subjects who rescreen, the screening number assigned by the IRT at the initial screening visit should be 
used.  Subjects may only be rescreened one time.  The IRT will assign a randomization number that will 
encode the subject's treatment group assignment according to the randomization schedule generated 
by the statistics department at AbbVie.

Subjects who meet the study's eligibility criteria will be initially randomized to receive either 
risankizumab 180 mg or 360 mg as an SC injection or matching placebo up to Week 16 in a 1:1:1 ratio.  

Subjects who have been treated with anti-TNF therapy and had inadequate response to this therapy 
(TNF- IR) will be eligible.  Subjects will be randomized by their anti-TNF use (yes or no) prior to Baseline.  
TNF-naïve (no) subjects will be further stratified by the worst Hurley stage across all affected anatomic 
regions.  Therefore, there will be 4 strata in total:

 Prior exposure to anti-TNF (yes)

 Prior exposure to anti-TNF (no) with the worst Hurley Stage as I

 Prior exposure to anti-TNF (no) with the worst Hurley Stage as II

 Prior exposure to anti-TNF (no) with the worst Hurley Stage as III

All AbbVie personnel with direct oversight of the conduct and management of the study (with the 
exception of AbbVie Drug Supply Management Team) will remain blinded until the Primary Analysis at 
Week 16 is available.  The investigator, study site personnel, and the subject will remain blinded to each 
subject's initial treatment throughout the study.  To maintain the blind, the risankizumab kits and 
placebo kits provided for the study will be identical in appearance.  The IRT will provide access to 
unblinded subject treatment information in the case of a medical emergency.

5.9 Protocol Deviations

The investigator is responsible for complying with all protocol requirements, written instructions, and 
applicable laws regarding protocol deviations.  Protocol deviations are prohibited except when 
necessary to eliminate an immediate hazard to study subjects.  If a protocol deviation occurs (or is 
identified, including those that may be due to the COVID-19 pandemic), the investigator is responsible 
for notifying IEC/IRB, regulatory authorities (as applicable), and AbbVie.

6 SAFETY CONSIDERATIONS

6.1 Complaints and Adverse Events

Complaints

A complaint is any written, electronic, or oral communication that alleges deficiencies related to the 
physical characteristics, identity, quality, purity, potency, durability, reliability, safety, effectiveness, or 
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APPENDIX A. STUDY SPECIFIC ABBREVIATIONS AND TERMS

Abbreviation Definition

AAC Anaphylaxis Adjudication Committee

Ab antibody

ADA antidrug antibody

AE adverse event

Ag antigen

ALT alanine transaminase

AN abscess and inflammatory nodule

ANC absolute neutrophil count

ASI areas of special interest

AST aspartate transaminase

BCG Bacilli Calmette-Guérin

CAC Cardiovascular Adjudication Committee

CMH Cochran-Mantel-Haenszel

CTC Common Toxicity Criteria

CTCAE Common Terminology Criteria for Adverse Events

COVID-19 Coronavirus Disease – 2019

CV cardiovascular

DLQI Dermatology Life Quality Index

DNA deoxyribonucleic acid

ECG electrocardiogram

eCRF electronic case report form

EQ-5D-5L EuroQol 5 Dimensions 5 Levels Health State Instrument

EU European Union

FSH follicle-stimulating hormone

GCP Good Clinical Practice

HADS Hospital Anxiety and Depression Scale

HB hepatitis B

HBV hepatitis B virus

HCV hepatitis C virus

HCV Ab hepatitis C virus antibody

HiSCR Hidradenitis Suppurativa Clinical Response
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HIV human immunodeficiency virus

HIV Ab HIV antibody

HS hidradenitis suppurativa

hsCRP high-sensitivity C-reactive protein

HSIA Hidradenitis Suppurativa Impact Assessment

HSSA Hidradenitis Suppurativa Symptom Assessment

IB Investigator's Brochure

ICH International Council for Harmonisation of Technical Requirements for 
Pharmaceuticals for Human Use

IDMC Independent Data Monitoring Committee

IEC Independent Ethics Committee

IgG1 immunoglobulin G1

IGRA interferon gamma release assay

IL interleukin

INR international normalized ratio

IRB institutional review board

IRT interactive response technology

ITT intent-to-treat

IUD intrauterine device

IUS Intrauterine hormone-releasing system

mAb monoclonal antibody

MACE major adverse cardiac event

MedDRA Medical Dictionary for Regulatory Activities

MI myocardial infarction

MTX methotrexate

NAb neutralizing antibody

NCI National Cancer Institute

NMSC non-melanoma skin cancer

NRI non-responder imputation

NRS numerical rating scale

NRS30 at least 30% reduction and at least 1 unit reduction from Baseline in Patient's Global 
Assessment of Skin Pain

NSAID nonsteroidal anti-inflammatory drug

PCR polymerase chain reaction
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PFS pre-filled syringe

PGA Patient's Global Assessment of Skin Pain

PGIC Patient Global Impression of Change

PGIS Patient Global Impression of Severity

PK pharmacokinetic(s)

PPD purified protein derivative

PRN as needed

PT preferred term

PRO patient-reported outcome

PUVA psoralen and ultraviolet A

q8w every 8 weeks

RNA ribonucleic acid

SAE serious adverse event

SAP Statistical Analysis Plan

SC subcutaneous

SOC system organ class

STEEP skin-tissue-saving excision with electrosurgical peeling

SUSAR suspected unexpected serious adverse reaction

TA MD Therapeutic Area Medical Director

TB tuberculosis

TEAE treatment-emergent adverse event

Th17 T helper 17

TNF tumor necrosis factor

ULN upper limit of normal

US United States

UVA ultraviolet A

UVB ultraviolet B

WBC white blood cell

WPAI Work Productivity and Activity Impairment
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APPENDIX B. RESPONSIBILITIES OF THE INVESTIGATOR

Protocol M16-833 - Hidradenitis Suppurativa:  Risankizumab versus Placebo for Adult Subjects with 
Moderate to Severe Hidradenitis Suppurativa

Protocol Date: 15 December 2020

Clinical research studies sponsored by AbbVie are subject to the International Council for Harmonisation 
of Technical Requirements for Pharmaceuticals for Human Use (ICH) Good Clinical Practices (GCP) and 
local regulations and guidelines governing the study at the site location.  In signing the Investigator 
Agreement, the investigator is agreeing to the following:

1. Conducting the study in accordance with ICH GCP, the applicable regulatory requirements, 
current protocol and operations manual, and making changes to a protocol only after notifying 
AbbVie and the appropriate Institutional Review Board (IRB)/Independent Ethics Committee 
(IEC), except when necessary to protect the subject from immediate harm.

2. Personally conducting or supervising the described investigation(s).

3. Informing all subjects, or persons used as controls, that the drugs are being used for 
investigational purposes and complying with the requirements relating to informed consent and 
ethics committees (e.g., IEC or IRB) review and approval of the protocol and its amendments.

4. Reporting complaints that occur in the course of the investigation(s) to AbbVie.

5. Reading the information in the Investigator's Brochure/safety material provided, including the 
instructions for use and the potential risks and side effects of the investigational product(s).

6. Informing all associates, colleagues, and employees assisting in the conduct of the study about 
their obligations in meeting the above commitments.

7. Maintaining adequate and accurate records of the conduct of the study, making those records 
available for inspection by representatives of AbbVie and/or the appropriate regulatory agency, 
and retaining all study-related documents until notification from AbbVie.

8. Maintaining records demonstrating that an ethics committee reviewed and approved the initial 
clinical protocol and all of its amendments.

9. Reporting promptly, all changes in the research activity and all unanticipated problems involving 
risks to human subjects or others, to the appropriate individuals (e.g., coordinating investigator, 
institution director) and/or directly to the ethics committees and AbbVie.

10. Providing direct access to source data documents for study-related monitoring, audits, IEC/IRB 
review, and regulatory inspection(s).

Signature of Principal Investigator Date

Name of Principal Investigator (printed or typed)
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APPENDIX C. LIST OF PROTOCOL SIGNATORIES

Name Title Functional Area

Pharmaceutical Development

Pharmaceutical Development

Pharmacovigilance and Patient Safety

Clinical Program Development

Data and Statistical Sciences

Data and Statistical Sciences

Data and Statistical Sciences

Clinical Pharmacology & Pharmacometrics

Medical Writing
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APPENDIX D. ACTIVITY SCHEDULE

The following table shows the required activities across the Screening, 6 Period A, 10 Period B, and 
Study Follow-up subject encounters.  The individual activities and allowed modifications due to 
COVID-19 are described in detail in the Operations Manual.
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Rationale: To clarify this additional endpoint is only applicable among subjects with Baseline 
PGIS of at least "minimal" (i.e., who have room for "at least 1 grade improvement").

 In Section 5.3, removed text for new topical therapies and clarified the use of non-antibiotic 
topical therapies or changes in the concentration/frequency of such treatments for the 
treatment of HS.

Rationale:  To clarify the restriction regarding non-antibiotic topical therapies and changes the 
in the concentration/frequency of topical therapies.

 In Section 5.3, added in addition to systemic antibiotic use, "and/or topical" antibiotic use is only
allowed for the treatment of acute, non-HS related infections.

Rationale:  To clarify the restriction of both systemic and/or topical antibiotic use is only allowed 
for the treatment of acute, non-HS related infections.

 In Section 5.3, added Dengue (Dengvaxia®) to the list of examples of live attenuated vaccines 
that are not permitted during study participation and including up to 140 days after the last 
dose of study drug.

Rationale:  To clarify the restriction of live attenuated vaccines as prohibited concomitant 
medications and therapies according to revised risankizumab safety standard language.

 In Section 5.5, added hepatic test abnormalities confirmed by a second sample should be at 
least 48 hours apart.

Rationale:  To clarify the minimum timing between samples for hepatic test abnormalities that 
would constitute withdrawal of subject from study drug and/or study according to revised 
risankizumab safety standard language.

 In Section 6.1 for product complaints and pregnancies, replaced the reporting period from 
'1 business day' or '1 working day' (respectively) to '24 hours.'

Rationale:  To update the safety reporting period according to revised risankizumab safety 
standard language.

 In Section 6.1, update the text 'areas of safety interest' to 'areas of safety interest/safety topics 
of interest' and rename Table 2 'Areas of Safety Interest' to 'Supplemental Adverse Events 
eCRFs.'

Rationale:  To update the safety reporting terms according to revised risankizumab safety 
standard language.

 In Section 6.1, removed text that infections, especially opportunistic infections, are a potential 
risk with immunomodulators.

Rationale:  To update the areas of safety interest text according to revised risankizumab safety 
standard language.

 In Appendix C, updated protocol signatories and titles.

Rationale:  To update due to personnel changes for this protocol amendment.

 In Appendix D, removed "PGA Skin Pain and Analgesic Use" as an assessment performed at the 
Week 36 visit.

Rationale:  To correct a typographical error.
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Operations Manual

 In Section 1 and Section 4.3, updated the safety team contact information.

Rationale:  To correct per current safety contact information.
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